Causal genes of chronic obstructive pulmonary disease (COPD) remain elusive. The current study aims at integrating genome-wide association studies (GWAS) and lung expression quantitative trait loci (eQTL) data to map COPD candidate causal genes and gain biological insights into the recently discovered COPD susceptibility loci. Two complementary genomic datasets on COPD were studied. First, the lung eQTL dataset which included whole-genome gene expression and genotyping data from 1038 individuals. Second, the largest COPD GWAS to date from the International COPD Genetics Consortium (ICGC) with 13 710 cases and 38 062 controls. Methods that integrated GWAS with eQTL signals including transcriptome-wide association study (TWAS), colocalization and Mendelian randomization-based (SMR) approaches were used to map causality genes, i.e. genes with the strongest evidence of being the functional effector at specific loci. These methods were applied at the † The authors wish it to be known that, in their opinion, the first three authors should be regarded as joint First Authors. 
Introduction
Chronic obstructive pulmonary disease (COPD) is among the leading causes of hospitalization in industrialized countries and is the third leading cause of death worldwide (1) . It was recently estimated that the absolute number of COPD cases in developed countries will increase by more than 150% from 2010 to 2030 (2) . The lack of understanding of the molecular mechanisms underlying the pathogenesis of COPD has hampered efforts to develop new biomarkers and effective therapies.
Cigarette smoking is the main modifiable environmental risk factor for COPD. However, only 20-25% of smokers develop clinically significant airflow obstruction (3) . There is strong evidence for genetic contribution to COPD. Candidate gene and genome-wide association studies (GWAS) have identified many genetic variants associated with COPD and its related phenotypes (4) (5) (6) (7) (8) (9) . The latest GWAS was performed by the International COPD Genetics Consortium (ICGC) which included 15 256 cases and 47 936 controls, and replication of significant signals in additional 9498 cases and 9748 controls (10) . The combined meta-analysis identified 22 COPD susceptibility loci at genome-wide significance. However, it is likely that many additional loci contributing to COPD pathogenesis were missed because of the stringent statistical threshold typically used in GWAS.
Biological interpretation of genetic association results remains a major challenge. Most GWAS-associated variants have regulatory function and are associated with changes in gene expression (11, 12) . The mapping of expression quantitative trait loci (eQTL) in disease-relevant tissues has been successfully used to identify the candidate causal genes underpinning GWAS-nominated loci (13) . Using lung eQTL derived from 1038 subjects, (14) we have previously identified the likely causal genes within COPD susceptibility loci (15) (16) (17) (18) . Recently developed methods allow more advanced integration of GWAS and eQTL results to colocalize GWAS and eQTL signals (19, 20) as well as to perform transcriptome-wide association study (TWAS) (21) to identify candidate causal genes and functional single nucleotide polymorphisms (SNPs) underlying biological traits and diseases. In this study, we used three complementary methods to integrate the ICGC COPD GWAS results (10) and previously published COPD loci with lung tissue eQTLs (14) to identify the most likely causal COPD genes.
Results

Overall study design
The study design is shown in Figure 1 . The ICGC COPD GWAS and lung eQTL datasets were integrated using three methods: TWAS, colocalization and Mendelian randomization-based (SMR) approach. These methods were first applied at the genome-wide level to identify new COPD candidate genes/loci. Results were then further evaluated in risk loci derived from published literature of GWAS on COPD and related phenotypes. Direct eQTL evaluation of GWAS SNPs (eSNP) was also assessed for literaturebased COPD loci. The same integrative methods were then repeated using the GTEx lung eQTL dataset in order to replicate the results. Finally, a fourth genomics integrative method, S-PrediXcan, was evaluated to compare with other methods.
Genome-wide integrative approaches TWAS A Manhattan plot showing transcriptome-wide associations in lung tissue with COPD is shown in Figure 2A . The 11 gene-COPD associations (corresponding to 16 probe sets) that reached genome-wide significance (P TWAS < 0.0001, Supplementary Material, Table S1 ) are shown. Of these, 12 probe sets resided in literature-based GWAS loci including four on 6p24.3, two on 5q32, two on 16p11.2 and two on 19q13.2. In contrast, MROH1 on 8q24.3 and SYCE1 on 10q26.3 represented novel candidate causal genes for COPD (Table 1) .
Colocalization (COLOC)
A Manhattan plot showing colocalization results is shown in Figure 2B . Posterior probability of shared signals (PP4) >75% are observed at 18 loci (Supplementary Material, Table S2 ). Nine of them colocalized in literature-based COPD risk loci. The others represent novel candidate causal genes for COPD including ZDHHC21 on 9p22.3, CAMK2A on 5q32, DMPK on 19q13.32, PRR16 on 5q23.1, MYO15A on 17p11.2, TNFRSF10A on 8p21.3, BCO1 on 16q23.2 and HOXC6 on 12q13.13 (Table 1) . Figure 2C and Supplementary Material, Table S3 show significant candidate genes identified using the SMR method. Excluding the known COPD risk loci, the four genome-wide significant SMR genes (P SMR ¼ 0.001) were BTN3A2 on 6p22.2, CAMK2A on 5q32, DMPK on 19q13.32 and TRBV30 on 7q34. The four genes were also supported by colocalization (PP4 > 0.72) ( Table 1) .
SMR
Literature-based COPD risk loci
Lung eQTL
The results of 36 GWAS on COPD and related phenotypes are summarized in Supplementary Material, Table S4 . Risk loci were extracted from publications as well as key genes and SNPs reported/discussed by the authors. For the top GWAS SNP at each reported locus, we tested its effect on lung gene expression in cis (1 Mb distance on either side of the SNP). All eSNP-regulated genes with P eQTL < 1 Â 10 À8 are reported in Supplementary Material, Fig. S1 ). All eSNP-regulated genes with a nominal P eQTL < 0.05 by loci and studies are reported in Supplementary Material, Table S4 .
Combining results from different approaches GWAS results were arranged in 129 non-overlapping COPD risk loci (Supplementary Material, Table S6 ). For each locus, GWAS summary statistics from ICGC and the lung eQTL study were integrated to find the most likely causal gene(s) using TWAS, colocalization, SMR and eSNP-regulated gene approaches. For all loci, Supplementary Material, Table S6 provides the boundaries of each locus, lead GWAS SNP in ICGC, top lung eQTL SNP, TWAS genes (P TWAS < 0.05), colocalizing genes (PP4 > 60%) and SMR genes (P SMR < 0.05). Table 2 summarizes loci for which insightful results were obtained about the candidate causal gene and that were consistent for at least two integrative approaches. Supplementary Material, Table S7 presents results for the 129 loci. The most consistent candidate causal genes identified in this study were DSP on 6p24.3, C1GALT1 on 7p22.1 and THSD4 on 15q23. For these three loci, TWAS, colocalization, SMR and direct eSNP assessment consistently converged on these three potential causal genes ( Figure 1 . Overview of the study design. Candidate causal genes enumerated at the bottom are those discovered using the lung eQTL dataset. The asterisk indicates those that replicated in the GTEx lung eQTL dataset. COLOC, colocalization; ICGC, International COPD Genetics Consortium; SMR, Mendelian randomization-based (SMR) approach; TWAS, transcriptome-wide association study.
The 12 novel COPD candidate genes/loci identified in this study are mapped in Figure 4 . In addition, Figure 4 illustrates the 129 non-overlapping COPD risk loci derived from GWAS as well as the corresponding candidate causal genes for 60 of them revealed in this study.
Replication in GTEx
To replicate our findings, we used lung eQTL data from 278 individuals available in GTEx (version 6). Significant cis-heritability is required to evaluate genes using the TWAS approach (21), i.e. a significant part of expression variability must be explained by SNPs. In GTEx, 2880 genes had significant cis-heritability and thus expression weights to be evaluated with TWAS. This is in contrast to 12 474 probe sets (correspond to 7126 unique genes) out of 40 359 with significant cis-heritability in our lung discovery eQTL dataset. Accordingly, applying the TWAS approach on lung eQTL from GTEx, we were only able to attempt replication for a fraction of the genes (1687 genes in common, or 24%). Similarly, for SMR tests only probe sets with at least one ciseQTL at P eQTL < 5 Â 10 À8 were evaluated, and at this threshold, replication in GTEx lung was not feasible for some loci. Table 1 summarizes replication results in lung data from GTEx for the 12 novel COPD candidate genes/loci. Overall, 10 of these loci were tested and six (representing 60% of total gene tested) were replicated. TWAS, COLOC and SMR results for these 12 loci are provided in Supplementary Material, Table S8 . Lung data from GTEx were also used for replication of the 60 candidate causal genes mapped in GWAS-nominated loci. Supplementary Material, Table S9 shows the results from our lung eQTL and GTEx lung data. For TWAS, expression weights were available for 20 genes, and for SMR, 47 out of the 60 genes had at least one significant eQTL for testing. Overall, for 39 out of the 60 genes that could be evaluated in GTEx, 23 were replicated (59%). The genes that replicated in GTEx lung data are presented in Table 2 and Figure 4 .
S-PrediXcan results
To further validate our results and pinpoint the most consistent candidate causal genes, the ICGC GWAS on COPD and the lung eQTL set were analysed using S-PrediXcan, which is a recently developed integrative method (22) . A Manhattan plot showing the S-PrediXcan results is provided in Supplementary Material, Figure S5 . The 13 gene-COPD associations that reached genome-wide significance are provided in Supplementary Material, Table S10 . Of these, four were on chromosome 15q25 pointing in the order of significance to IREB2, CHRNA3, CHRNA5 and HYKK as the candidate causal genes. This suggests again multiple candidate causal genes at this locus and consistent with other methods highlights IREB2 as the top significant gene. Six additional candidate causal genes in GWAS-nominated loci were consistent with other integrative methods described above including HHIP, FBXO38, FAM13A, DSP, THSD4 and TUFM. S-PrediXcan also identified ZDHHC21 on 9p22.3 as a new COPD candidate locus. On 7q22.1, GATS was the top candidate gene using S-PrediXcan, while the other integrative methods have identified TRIM4 at that locus. Finally, SNRPD2 on 19q13.32 was not identified by other integrative methods and is located outside known COPD GWAS-nominated loci. Similar to other integrative methods, replication of S-PrediXcan results in GTEx lung data was only feasible for a fraction of genes. For 5 out of Table S10 ). S-PrediXcan results for both our lung eQTL dataset and GTEx lung for the 12 novel COPD candidate genes/loci as well as the 60 candidate causal genes in GWAS-nominated loci were also evaluated. In our lung eQTL set, 11 out of the 12 novel COPD genes could be evaluated using S-PrediXcan and 10 of them (91%) were replicated (Supplementary Material, Table S11 ). In GTEx lung, 7 out of the 12 novel COPD candidate genes could Table S6 and the location of genes in this locus is illustrated at the bottom. The upper right panel shows boxplots of gene expression levels in the lung according to genotype groups for Laval, University of British Columbia (UBC) and Groningen samples.
The y-axis shows the mRNA expression levels. The x-axis represents the three genotype groups for the SNP most strongly associated with mRNA expression of the target genes with the number of individuals in parenthesis. The risk allele identified in the ICGC GWAS is shown in red. Box boundaries, whiskers and centre mark in boxplots represent the first and third quartiles, the most extreme data point which is no more than 1.5 times the interquartile range, and the median, respectively. The table shows the top GWAS SNPs in ICGC and then the most likely causal gene(s) based on TWAS, colocalization and SMR combining summary statistics at these loci from the ICGC GWAS and the lung eQTL study. The linkage disequilibrium plots of selected SNPs on 6p24.3, 7p22.1 and 15q23 loci are provided in Supplementary Material, Figure S2 . Table S9 .
be evaluated and six of them (86%) were replicated (Supplementary Material, Table S11 ). For the 60 candidate causal genes in GWAS-nominated loci, 57 out of the 60 candidate causal genes were evaluated in our lung eQTL set. Among them, 39 (68%) were replicated (Supplementary Material, Table S12 ). In GTEx lung, 32 out of the 60 candidate causal genes in GWAS-nominated loci were evaluated and 13 (41%) were replicated (Supplementary Material, Table S12 ). This is a relatively high percentage of replicated genes considering that these 60 genes were identified using different integrative approaches.
Discussion
This is a comprehensive study to investigate the regulatory mechanisms in lung tissue underlying GWAS loci for COPD and its related phenotypes. Genome-wide integration of the largest and are colour-coded based on phenotypes (see colour key). For 60 of these loci, the candidate causal genes identified using the lung eQTL dataset are indicated.
Twenty-three of these candidate genes replicated in GTEx and are illustrated by an asterisk. The boundaries of each locus are provided in Supplementary Material, Table S6 . The alternating grey and white colours on the chromosomes have been used to distinguish cytogenic bands from the adjacent ones and do not correspond to the band colours observed on giamsa-stained chromosomes. Information to construct the ideogram was obtained from the UCSC Genome Browser (hg19).
GWAS on COPD with the largest lung eQTL study revealed 12 novel COPD candidate genes/loci and six of them were replicated in an independent lung eQTL dataset. This study also summarized 129 susceptibility loci from published GWAS on COPD and related phenotypes. Insightful results about the most likely causal genes were provided for 60 (47%) of them including 23 that were replicated in GTEx lung. Finally, while the results from each method were slightly different, TWAS, SMR, COLOC, S-PrediXcan and direct eSNP assessment converged on three genes: DSP on 6p24.3, C1GALT1 on 7p22.1 and THSD4 on 15q23. At the genome-wide level, novel candidate loci (after excluding literature-based COPD risk loci, Supplementary Material, Table S6 ) identified through TWAS approach included MROH1 on 8q24.3 and SYCE1 on 10q26.3. Significant colocalization was also observed at eight novel candidate loci: ZDHHC21 on 9p22.3, CAMK2A on 5q32, DMPK on 19q13.32, PRR16 on 5q23.1, MYO15A on 17p11.2, TNFRSF10A on 8p21.3, BCO1 on 16q23.2 and HOXC6 on 12q13.13. Finally, four SMR genes were identified including two overlapping with those discovered by colocalization, namely CAMK2A and DMPK as well as BTN3A2 on 6p22.2 and TRBV30 on 7q34. The biology of these genes and their potential link to COPD pathobiology is provided in Table 1 , with more details in Supplementary Material, Table S13 . Interestingly, the top colocalization gene (ZDHHC21) is implicated in lung vascular endothelial barrier integrity (23) . The P-values of the top GWAS SNPs in ICGC located 500 kb up and downstream of genomewide discovered genes varied from 1.71 Â 10 À5 to 5.85 Â 10 À4 ,
suggesting that the largest GWAS on COPD alone was underpowered to identify these genes at genome-wide significance. The findings support the utility of leveraging transcriptome data to uncover biologically relevant genes.
Complementary and as a functional follow-up of GWAS, methods used herein represent an important step to uncover genes whose expression changes in lung tissue are causally related to COPD. In this study, we provided insightful results about candidate causal genes for 60 out of the 129 COPD-risk loci derived from the literature. For 18 (30%) of these loci, we confirmed the target gene suspected by the GWAS. These include C1GALT1 on 7p22.1 and THSD4 on 15q23. The 7p22.1-C1GALT1 locus was recently reported as one of the 43 new signals for lung function (24) . The 15q23-THSD4 locus was repeatedly associated with lung function (24, 25) and COPD (10) . In this study, the different integrative methods consistently pointed to these genes as being causally linked to COPD. With the wealth of susceptibility loci being reported (>100 loci), our study provides much needed information to prioritize follow-up functional studies. In addition, we identified the most likely causal gene for 19 loci (32%) where more than one gene was reported by GWAS. This includes 6p24.3 with two genes suspected from GWAS, namely BMP6 (24,26) and DSP (10). Integrative analyses consistently support DSP as the causal gene and demonstrate again how our study is narrowing down the investigational space underneath GWAS loci. Finally, for 23 loci (38%) the gene showing the most convincing evidence of causality was not reported by GWAS. As illustrated in Supplementary Material, Figure S4 , the causal genes supported in this study were not necessarily the nearest annotated gene to the lead GWAS SNP. For the 60 candidate genes in GWAS-nominated loci identified using our lung eQTL dataset, 23 of them were replicated in GTEx (Fig. 4) .
To the best of our knowledge, we have the largest lung eQTL dataset available (n ¼ 1038). Replication of our results was attempted in a smaller lung eQTL set from GTEx (n ¼ 278). It should also be mentioned that concerns were raised about the lung transcriptome data in GTEx. Indeed, extensive heterogeneity in gene expression variation was observed in this dataset, mostly due to sampling location in the lung and treatmentrelated changes (e.g. mechanical ventilation) (27) . Considering the differences in sample size and lung tissue processing between our lung eQTL study and the GTEx lung eQTL, we were not expecting to be able to fully validate our results. Despite these differences, we were able to replicate approximately 60% of candidate causal genes highlighted with our lung eQTL dataset.
For many COPD risk loci, the most likely causal genes were not identified with the current data and will require further investigation. This is consistent with the lower than expected number of variants that colocalized between GWAS on glucoseand insulin-related traits and eQTL in human pancreatic islets and 44 different tissues in the GTEx portal (28) . In many cases, the biological mechanisms underlying GWAS loci will not be mediated by eQTL. In this study, we used the most diseaserelevant tissue to study COPD, but unavoidably we may have missed gene regulation processes that are specific to other tissues. There is a scope in future studies to investigate other tissues. Studying the whole lung transcriptome of patients undergoing surgery, does not allow to find eQTL specific to a disease-relevant cell type or eQTL that are context dependent, i.e. observed at certain stages of life or disease. It must be emphasized that the results from integrative approaches will require experimental work to confirm the role of identified genes in COPD. In addition, for some COPD-risk loci, our results implicate more than one candidate causal gene and further research is needed to explore multiple causal genes in a single locus.
In this study, we leveraged the largest lung eQTL dataset and GWAS on COPD available to provide insights about causality genes. We found 12 new COPD candidate genes outside GWAS loci including six that replicated in a second lung eQTL dataset. By synthesizing the GWAS literature on COPD, we collated 129 non-overlapping risk loci and provided insightful results about the candidate causal gene(s) for 60 of them including 23 that replicated in GTEx. Many of these genes were not the closest to, or harbouring the lead GWAS variant. Overall, by identifying plausible causal COPD genes, this study translates genetic associations into knowledge that is one step closer to clinical applications.
Materials and Methods
Published GWAS-risk loci for COPD
Supplementary Material, Table S4 shows the COPD susceptibility loci identified by review of the literature. This table is an extension of our previous review on the genetics of COPD (4) and was manually curated by reviewing the published GWAS on COPD, lung function, lung function decline, emphysema, chronic bronchitis and other related phenotypes published before 1 March 2017. For each study, we provided the reference, sample size, specific phenotype, suspected susceptibility genes and key SNPs as reported in the publications. Susceptibility loci were further validated and complemented using the GWAS catalogue (29) . Results of GWAS in Supplementary Material, Table S4 were then arranged by locus in Supplementary Material, Table S6 . These loci are considered literature-based COPD-risk loci and their boundaries were defined as follows: key SNPs derived from scientific publications were tabulated for each locus and the locations of the most 5 0 and 3 0 SNPs were identified. The boundaries of each locus were then defined by adding 500 kb downstream of the most 5 0 SNP and 500 kb upstream of the most 3 0 SNP. When windows overlapped, the intervals were amalgamated into a single interval with 500 kb on either side of each hit. The final boundaries are provided in Supplementary Material, Table S6 .
ICGC GWAS on COPD
The ICGC has recently reported the world's largest GWAS on COPD risk (10) . For the current study, only GWAS results for individuals of European ancestry were considered consisting of 20 studies with 13 710 COPD cases and 38 062 controls. Cases were defined by moderate-to-severe airflow limitation based on pre-bronchodilator spirometry measurements (% predicted FEV1 < 80% and FEV1/FVC < 0.7) and GOLD recommendations (1) indicative of COPD GOLD stage 2 or worse. Genome-wide genotyping data were obtained for cases and controls, and additional SNPs were imputed using the 1000 genomes reference set. Quality control details have been published previously (10) and SNPs were considered in the GWAS analysis if they were included in at least 13 of the studies. The GWAS was performed using logistic regression of genotype dosage on COPD case-control status in each cohort separately adjusting for age, sex, smoking status (ever smoking and current smoking), pack-years smoking and ancestry-based principal components as needed.
Results were then meta-analyzed in METAL (30) 
Lung eQTL mapping study
The lung eQTL study has been described previously (14) (15) (16) 
Methods of GWAS-eQTL integration
Transcriptome-wide association study (TWAS) The TWAS was performed using FUSION (21) . The 1038 individuals for whom both gene expression and genetic variants were measured (i.e. the lung eQTL dataset) were combined with summary-level GWAS data from ICGC to estimate association statistics between gene expression and COPD. Briefly, this method can be conceptualized as having imputed expression data for all cases and controls in ICGC (using the part of expression that can be explained by SNPs in the lung eQTL dataset) and then test for association between imputed gene expression and COPD. To do so, normalized gene expression from Laval, UBC and Groningen were first combined using ComBat adjustment method (31) to correct for study site. Second, the genetic values of expression were computed one probe set at a time using SNP genotyping data located 500 kb on both sides of the probe sets using prediction models implemented in FUSION including (1) the single most significant lung eQTL-SNP as the predictor (top1), (2) LASSO regression and (3) elastic net regression (enet). All probe sets that passed QC in the lung eQTL were evaluated (n ¼ 40 359) and 12 474 of them showed significant cis-heritability (i.e. part of expression variability that can be explained by SNPs). The expression weights of these cis-heritable probe sets were then combined with summary statistics from ICGC to obtain Z-score for each probe set. Genome-wide significant TWAS genes were considered at P TWAS < 0.0001. A higher cut-off threshold of P TWAS < 0.05 was used for literature-based COPDrisk loci as we aim to identify the most likely causal gene in these previously established COPD-risk loci.
Bayesian colocalization
Summary statistics, more specifically regression coefficients and their variance, from the ICGC GWAS and lung eQTL results were combined using COLOC package version 2.3-6 in R (19) . Briefly, this method assesses whether two association signals, in this case GWAS and eQTL, are consistent with shared causal variant(s). Default prior probabilities of the software were used, i.e. P 1 ¼ 1 Â 10
À04
, P 2 ¼ 1 Â 10 À04 , P 12 ¼ 1 Â 10 À05 . Genes that demonstrated a high posterior probability (PP4 >75%) indicating that the COPD GWAS and lung eQTL signals colocalized were reported. PP4 > 60% was also considered within literature-based COPD risk loci.
Summary data-based Mendelian randomization SMR GWAS and lung eQTL data were also integrated using the SMR method (20) . Conceptually this approach is similar to standard Mendelian randomization analysis, where measured variations in genes are used as instrumental variables to test for causative effect of an exposure on disease. Here, the SNPs (instrumental variables) are used to test for the causative effect of gene expression (exposure) on COPD (disease). By default, SMR only considered probe sets with at least one cis-eQTL P eQTL < 5 Â 10 À8 . In this analysis, 8679 probe sets were evaluated. A cut-off threshold of P SMR < 0.001 with no evidence of heterogeneity (P HEIDI > 0.05) was used for genome-wide analysis. For literature-based COPD-risk loci, SMR genes were those with a P SMR < 0.05 with no evidence of heterogeneity (P HEIDI > 0.05).
eQTL analysis with GWAS SNPs (eSNP) This method was performed at the individual SNP level and tested whether GWAS SNPs from the literature act as lung eQTL. Lung eQTL-regulated genes by GWAS SNPs were considered eSNP-regulated genes. eSNP-regulated genes with P eQTL < 1 Â 10 À8 were considered statistically significant. However, eSNP-regulated genes with P eQTL < 0.05 were also explored as these analyses were performed at previously established COPD loci.
S-PrediXcan
The summary GWAS data from ICGC was also integrated with the lung eQTL dataset using S-PrediXcan (22) (bioRxiv, http:// www.biorxiv.org/content/early/2017/10/03/045260). Gene expression traits were first trained with elastic net linear models (alpha ¼ 0.5, n_k_folds ¼ 10, window ¼ 500 kb) using the lung eQTL set (n ¼ 1038). Models with FDR < 0.05 were obtained for 19 546 probe sets. Predicted expression levels from the lung in the ICGC study set were then tested for association with COPD within the MetaXcan framework. Genome-wide significantly associated genes were considered at P PrediXcan < 0.0001.
Replication in GTEx
Lung data from GTEx (V6) were used to replicate our results. The lung eQTL dataset in GTEx comprises 278 individuals. TWAS, COLOC, SMR and S-PrediXcan were performed similar to our lung eQTL dataset. Analyses were restricted to the 12 novel COPD candidate genes/loci as well as the 60 candidate causal genes in GWAS-nominated loci identified in our lung eQTL dataset. Thresholds of significance for replication were set at P TWAS < 0.05, PP4 > 0.6, P SMR < 0.05 and P PrediXcan < 0.05.
Supplementary Material
Supplementary Material is available at HMG online.
